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ABSTRACT 



The invention relates to l-Benzenesulfonyl-1,3- 
dihydroindol-2-onc derivatives of the formula 



(0 




and their salts, where appropriate, to their preparation and to 
pharmaceutical compositions in which they are present. 
These compounds have an affinity for the vasopressin and/or 
ocytocin receptors. 

31 Claims, No Drawings 
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DCM is stirred for 2 hours at RT. 40 ml of a saturated 
solution of NaHC0 3 are added, the mixture is decanted, the 
organic phase is washed with water and dried over magne- 
sium sulfate and the solvent is evaporated off under vacuum. 
The residue is chromatographed on silica using a DCM/ 5 
MeOH mixture (90/10; v/v) as the cluent to give the 
expected product. 
M.p.=109° C 

EXAMPLE 355 10 

S-Ethoxy-l-^N'^'-diethylureido)^- 
methoxybenzenesulfonyl]-l,3-dihydro-3-spiro(4- 
formyloxycyclohcxane)indol-2-onc, the More Polar 

Isomer 15 

A mixture of 0.25 g of the compound obtained in 
EXAMPLE 343, 0.18 g of cesium carbonate, 0.45 ml of 
dimethyl sulfate and 12 ml of DMF is heated at 40° C. for 
12 hours. 10 ml of water are added, the reaction mix ture is 
extracted with AcOEt, the organic phase is washed with 20 
water and dried over magnesium sulfate and the solvent is 
evaporated oil under vacuum. The residue is chromato- 
graphed on silica using DCM as the eluent to give 0.2 g of 
the expected product after recrystallization from a 
cyclohexane/AcOEt mixture. 

M.p -155° C 



A mixture of 0.2 g of the compound obtained in the 
previous step, 20 ml of water, 2 ml of concentrated sulfuric 
acid and 20 ml of THF is refluxed for 8 hours. The reaction 
mixture is neutralized by the addition of a saturated solution 
of NaHC0 3 , the solvent is evaporated off under vacuum, the 
residue is extracted with DCM and dried over magnesium 
sulfate and the solvent is evaporated off under vacuum. The 
residue is chromatographed on silica using a DCM/MeOH 
mixture (99/1; v/v) as the eluent to give 0.17 g of the 
expected product. 

M.p.=150° C. 

What is claimed is: 

1. A compound of formula 



25 



EXAMPLE 356 

5-Ethoxy-l-[4-(N',N'-diethylureido)-2- 
methoxybenzenesulfonyl]-l,3-dihydro-3-spiro(4- 
acetoxycyclohexane)indol-2-one, the More Polar 
Isomer 

A mixture of 3 g of the compound obtained in EXAMPLE 
343, 0.75 g of 4-dimethylaminopyridinc, 3 ml of acetic 
anhydride and 5 ml of DCM is heated at 40° C. for 5 hours. 
Water is added to the reaction mixture, ex traction is carried 
out with DCM, the extract is washed with water and dried 
over magnesium sulfate and the solvent is evaporated off 
under vacuum. The residue is chromatographed on silica 
using a DCM/cyclohexane mixture as the eluent to give the 
expected product after recrystallization from iso ether. 

M.p.=140° C. 

EXAMPLE 357 



30 




(I) 



35 



40 



45 



5-Ethoxy-l,3-dihydro-l-(2,4- 
dimethoxybenzenesulfonyl)-3-spiro(8,9- 
dihydroxytricyclo[5.2.1.0 2 ' 6 ]-decan-4-yl)indol-2-one 

A) 5-Ethoxy-l,3-dihydro-l-(2,4- 50 
dimethoxybenzenesulfonyl)-3-spiro(8,9-epoxytricyclo 
[S^.l.CP'^decan^-yOindol^-one 

A mixture of 0.3 g of 5-ethoxy-l,3-dihydro- l-(2,4- 
dimethoxybenzenesulfonyl)-3-spiro(tricyclo-[5.2.1.0 2,6 ] 
dec-8-en-4-yl)indol-2-one and 0.2 g of metachloroperben- 55 
zoic acid in 20 ml of DCM is stirred for 3 hours at RT. 15 
ml of a saturated solution of NaHC0 3 are added, the mixture 
is decanted, extraction is carried out with DCM, the extract 
is dried over mag nesium sulfate and the solvent is evapo- 
rated off under vacuum. The residue is chromatographed on 60 
silica using DCM as the eluent to give 0.25 g of the expected 
product after recrystallization from an acetone/DCM mix- 
ture. 

M.p.=263° C. 

B) 5-Ethoxy-l ,3-dihydro-l -(2,4- 65 
dimethoxybenzenesulfonyl)-3-spiro(8,9-dihydroxytricyclo 
[5.2.1 .O^Jdecan^-yOindol^-one 



in which 

R 1 and R 2 are each independently a hydrogen, a hydroxy, 
a C 1 -C 7 -to-halogenoalkoxy, a halogen, a C 1 -C 7 -alkyl, 
a trifluoromethyl, a C 1 -C 7 -alkoxy, a Cj-C 7 - 
polyhalogenoalkoxy, a C 2 -C 7 -co-hydroxyalkoxy, an 
td-methoxyalkoxy in which the alkyl is C 2 -C 7 , a 
C 2 -C 7 -co-aminoalkoxy which is free or substituted by 
one or two C 1 -C 7 -alkyls; a C 3 -C 7 -cycloalkoxy; a 
cycloalkyl methoxy in which the cycloalkyl is C 3 ~C 7 ; 
a phenoxy; a benzyloxy; a C a -C 7 -alkylthio; a phe- 
nylthio; a nitro; an amino which is free or substituted by 
one or two Cj-C;- alky Is; a cyano; a C I -C 7 -acyl; a 
C 1 -C 7 -acyloxy; a C 1 -C 7 -alkylsulfonamido; a phenyl- 
sulfonamido; a benzylsulfonamido; a Cj-Cy- 
alkylamido; a C a -C 7 -alkoxycarbonylamino; a ureido 
which is unsubstituted or substituted by a phenyl, by a 
benzyl or by one or two Cj-Gj-alkyls; or a thioureido 
which is unsubstituted or substituted by a phenyl, by a 
benzyl or by one or two C 1 -C 7 -alkyls; 

R 3 and R 4 , together with the carbon to which they are 
bonded, form an optionally fused, saturated or unsat- 
urated C 3 -C 12 hydrocarbon ring which is unsubstituted 
or substituted by one or more C 1 -C 7 -alkyl groups, by 
an oxo group, by a C 3 -C 5 -spirocycloalkyl or by a 
hydroxy which is free or substituted by a group selected 
from the group consisting of Cj-C^alkyl groups, 
C 1 -C 2 -alkoxy alkyl groups in which the alkyl is Cj-Q,, 
phenylalkoxyalkyl groups in which the alkoxy is 
C 1 -C 2 and the alkyl is Q-C^ and tetrahydrofuranyl 
and tetrahydropyranyl groups; or else 

R 5 and R 6 are each independently a hydrogen, a halogen, 
a C 1 -C 7 -alkyls, a trifluoromethyl, a cyano, a nitro, an 
amino which is free or substituted by one or two 
C 1 -C 7 -alkyl; a hydroxyamino; a hydroxy; a carboxy; a 
guanidino which is unsubstituted or mono-substituted 
or disubstituted by a C 1 -C 7 -alkyl, a phenyl or a benzyl; 
a group OR 7 ; a group SR 7 ; a C 1 -C 7 -acyl; a C a -C 7 - 
alkoxycarbonyl; a phenoxycarbonyl; a benzyloxycar- 
bonyl; a carbamoyl substituted by groups R' 6 and R" 6 ; 
a thiocarbamoyl which is free or substituted by one or 
two Cj-C 7 -alkyls; a sulfamoyl; an alkylsulfamoyl or 
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dialkylsulfamoyl in which the alkyl is C 1 -C 7 ; a group 
S0 2 R' 7 ; an alkylsulfonamido in which the alkyl is 
C,-C 7 ; a phenylsulfonamido; a benzylsulfonamido; a 
group C0R' 7 ; a group NRgR*, or a group CO — NH — 
CR 10 R f 10 — C0R 12 ; the phenyl group forming part of 5 
the substituent R 5 and/or R 6 can be unsubstituted or 
monosubstituted or polysubstituted by a Cj-Cy-alkyl, a 
trifluoromethyl, a C a -C 7 -alkoxy, a halogen, a 
sulfamoyl, an alkylsulfamoyl in which the alkyl is 
Cj-C 7 , a carboxy, an alkoxycarbonyl in which the alkyl 10 
is C.,-C 7 , a Cj-C 7 -acyloxy or an imidazolyl; 

R' 6 and R'' 6 are each independently hydrogen, a Cj-Cy 
alkyl which is unsubstituted or substituted by one or 
more halogens or by R'" 6 ; a phenyl, a pyridyl, a 
methylpyridyl, a piperidin-4-yl or a raethylpiperidin- 15 
4-yl; or Ra 6 and R" 6 form, with the nitrogen atom to 
which they are bonded, a pyrrolidine group which is 
unsubstituted or substituted by a hydroxymethyl or by 
a carbamoyl which is free or substituted by one or two 
Cj-CValkyls; 20 

R'" 6 is a hydroxy; a C 1 -C 7 -alkoxy; an amino which is free 
or substituted by one or two C 1 -C 7 -alkyls; a carbamoyl 
which is free or substituted by one or two C 1 -C 7 -alkyls 
or in which the two substituents, together with the 
nitrogen atom to which they are bonded, form a 25 
pyrrolidino, a piperidino or an azepino; a cyano; a 
carboxy which is free or esterified by a C 1 -C 7 -alkyl or 
by a benzyl; a phenyl; a C 3 -C 7 -cycloalkyl; an adaman- 
tyl or a heterocyclic radical selected from pyridyl, 
methylpyridyl, furanyl, tetrahydrofuranyl, thienyl, 30 
methylthienyl, pyrrolidino, piperidino and azepino 
groups; 

R 7 is a C 1 -C 7 - alkyl, a phenyl, a benzyl, a C 3 -C 7 - 
cycloalkyl, a C 2 -C 7 -alkenyl, a C 1 -C 7 -ai- ^ 
halogenoalkyl, a C 3 -C 7 -polyhaloge no alkyl, a C,-C 7 - 
acyl, a Cj-C 7 -(o-carboxyalkyl which is free or 
esterified by a Cj-C?- alkyl or by a benzyl; a C 2 -C 7 - 
co-aminoalkyl in which the amino group is free, sub- 
stituted by one or two Cj-C 7 - alky Is or in the form of an 
ammonium ion with a physiologically acceptable 
anion; or a C 1 -C 7 -co-carbamoylalkyl which is free or 
substituted by one or two C 1 -C 7 -alkyls; 

R f 7 is a piperazin-l-yl group which is unsubstituted or 
substituted in the 4-position by a group R" 7 ; a piped- 45 
dino group which is unsubstituted or substituted in the 
4-position by a group R'" 7 ; an azetidin-l-yl group 
which is unsubstituted or substituted in the 3-position 
by a group R'" 7 ; a pyridyl group which is unsubstituted 
or substituted by a methyl; or a pyrrolidino group 5Q 
which is substituted by a group R"" 7 ; 

R" 7 is a Cj-Cj-alkyl, a phenyl, a benzyl or a C 1 -C 7 -acyl; 

R M, 7 is R" 7 or an amino which is free or carries a 
protecting group; 

R"" 7 is R Mt 7 or a carboxy group which is free or esterified 55 
by a C 1 -C 7 -alkyl; 

R 8 and R 9 are each independently a hydrogen, a C a -C 7 - 
alkyl or a benzyl; R 9 can also be a C 3 -C 8 -alkene in 
which the double bond is in the Cg-Qj-position; a 
Cj-CVacyl; a Q-Cy-thioacyl; a cycloalkylcarbonyl in 60 
which the cycloalkyl is C 3 -C 7 ; a cycloalkylthiocarbo- 
nyl in which the cycloalkyl is C 3 -C 7 ; a C,-C 7 -o)- 
aminoacyl; a Cj-^-co-hydroxyacyl; a Q-Cj-co- 
benzyl-oxyacyl; a phenoxycarbonyl; a thienocarbonyl a 
pyridylcarbonyl; a methylpyridylcarbonyl; a C a -C 7 - 65 
alkoxycarbonyl; a benzoyl; a phenacetyl; a group 
CO — CRioR'io-NR^R'^; a group CR 10 R' JO COR 22 ; a 



group (CH^COR^; a group CO(CH 2 )/COR 12 ; a car- 
bamoyl which is unsubstituted or substituted by R 34 
and R' 14 ; a thiocarbamoyl which is unsubstituted or 
substituted by R 14 and R' 14 ; or a heterocyclic radical 
selected from pyrazolyl, imidazolyl, triazolyl, 
tetrazolyl, pyridazinyl, pyrimidinyl, pyridyl and thiaz- 
olyl groups; or 
R 8 and Rp, together with the nitrogen atom to which they 
are bonded, form hydantoin, N-methylhydantoin or a 
heterocycle selected from the group consisting of 
pyrrole, dihydropyrrole, pyrrolidine and isoindole, in 
which the benzene ring can be unsubstituted or substi- 
tuted by a halogen, a C J -C 7 -alkyl, a trifluoromethyl or 
a methoxy; 

R 10 and R' 10 are each independently hydrogen, a C 1 -C 7 - 
alkyl or a benzyl, or R 10 and R' 10 , together with the 
carbon atom to which they are bonded, form a C 3 -C 7 - 
cycloalkyl; 

R n and RVi are each independently hydrogen or a 
C 1 -C 7 -alkyl; 

R 12 and a hydroxy, a C 2 -C 7 -alkoxy or an amino which is 
unsubstituted or substituted by one or two C 1 -C 7 - 
alkyls; 

R 14 and R' 14 are each independently a C 1 -C 7 -alkyl which 
is unsubstituted or substituted by R 15 , a phenyl which 
is unsubstituted or substituted by R' 15 , a C 3 -C 7 - 
cycloalkyl or an adamantyl; or 

R 14 and R' I4 , together with the nitrogen atom to which 
they are bonded, form a heterocycle selected from 
morpholine, thiomorpholine, piperazine, azetidine, 
pyrrolidine, piperidine and azepine, said heterocycle 
being unsubstituted or substituted by one or more 
methyl groups, by a phenyl or by an amino group which 
is free or carries a protecting group; 

R 15 is a phenyl, a pyridyl, a hydroxy, a C 1 -C 7 -alkoxy, an 
amino which is free or substituted by one or two 
C 1 -C 7 -alkyls, or a carboxy which is free or esterified 
by a C 1 -C 7 -alkyl; 

R' 15 is a hydroxy or an amino which is free or substituted 
by one or two C 1 -C 7 -alkyls; 

m is 1 or, if R 6 is a halogen, a C 1 -C 7 -alkyl or a 
C 1 -C 7 -alkoxy, m can also be 2, 3 or 4, or else (R 6 ),„ can 
be m substituents having different meanings selected 
from halogen, C 1 -C 7 -alkyl and Ci-C-^alkoxy; 

t is an integer which can vary from 2 to 5; 

t' is an integer which can vary from 1 to 5; 
and its salts. 

2. A compound according to claim 1, wherein R 1 is in the 
5-position of the indole and R 2 is hydrogen. 

3. A compound according to claim 1, wherein R a is a 
chlorine or fluorine atom or an ethoxy group in the 
5-position of the indole and R 2 is hydrogen. 

4. A compound according to claim 1, wherein R 3 and R 4 , 
together with the carbon to which they are bonded, form a 
C 3 -C 12 -hydrocarbon ring. 

5. A compound according to claim 1, wherein R 3 and R 4 , 
together with the carbon to which they are bonded, form a 
cycloheptane, an adamantane, a tricyclo[5.2.1.0 2 ' 6 ]dec-8- 
ene, a bicyclo[2.2.1]heptane, a bicyclo[3.3.1]nonane or a 
cyclohexane which is unsubstituted or substituted by a 
C 3 -C 5 -spirocyclo alkyl or by one or two C a — C 7 -alkyl 
groups. 

6. A compound according to claim 1, wherein the sub- 
stituents R 5 and R 6 are respectively in the 2- and 4-positions. 

7. A compound according to claim 6, in which R 5 and R ti 
are each a methoxy. 
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COOH 



in which R 3 , R 2 , R 3 , R 4 and R 5 are defined as indicated 
above for (I) in claim 1, and said compound including 
pharmaceutical^ acceptable esters of the carboxyl group. 
11. A compound according to claim 1, of the formula: 



(X) 





98 



8. A compound according to claim 1, in which R 5 in the 
2-position is a melhoxy and R e in the 4-position is Cj-Cy- 
acylamino, a Cj-C^-dialkylurcido or an alkoxycarbonyla- 
lkylcarbamoyl in which the alkyl groups are Cj-C,. 

9. A compound according to claim 1, wherein R 5 is an 
orthomethoxy group and R 6 in the para-position is a group 
selected from the group consisting of: 

piperidin-l-yl-carbonylamino, 
(2-cyanoprop-2-yl)carbonyl, 
pyrrolidin-l-yl, 
N,N-diethylguanidino and 
N,N-diethylthioureido. 

10. A compound according to claim 1, of the formula: 

(IX) 



13. A compound according to claim 1, of the formula: 

(XII) 



10 




25 



30 



in which Rj, R 2 , R 3 , R 4 and R 5 are defined as indicated 
above for (I) in claim 1, and its salts where appropriate. 
12. A compound according to claim 1, of the formula: 



(xi) 



in which R 1( R 2 , R 3 , R 4 and R 5 
above for (I) in claim 1. 



are defined as indicated 



15 in which R 3 , R 4 , R 5 and R 6 and m are defined as indicated 
above for (I) in claim 1. 

14. A pharmaceutical composition which contains a com- 
pound according to any one of claims 1 to 13 in combination 
with a pharmaceutically acceptable carrier or excipient. 

20 15. A compound of formula (I) according to claim 1, in 
which 

R 2 and R 2 are each independently a hydrogen, a hydroxyl, 
a C J -C 4 -a)-halogenoalkoxy, a halogen, a C a -C 4 -alkyl f 
a trifluoromethyl, a C 3 -C 7 -alkoxy, a Cj-C^- 
polyhalogenoalkoxy, a C 2 -C 4 -o)-hydroxyalkoxy, an 
co-methoxyalkoxy in which the alkyl is C 2 -C 4 , a 
C 2 -C 4 -co-aminoalkoxy which is free or substituted by 
one or two Cj-C 4 alkyl groups, a C 3 -C 7 -cycloalkyloxy, 
a cycloalkylmethoxy in which the cycloalkyl is a 
C 3 -C 7 , a phenoxy, a benzyloxy, a Cj-C 4 -alkythio, a 
phenylthio, a nitro, an amino which is free or substi- 
tuted by one or two C 1 -C 4 -alkyl groups, a cyano, a 
C 1 -C 4 -acyl, a Cj-C^-acyloxy, a C 1 -C 4 - 
alkylsulfonamido, a phenylsulfonamido, a C a -C 4 - 
alkylamido, a Q-Q-alkoxycarbonylamino, a ureido 
35 which is unsubstituted or substituted by a phenyl or by 
one or two C a -C 4 - alkyl groups; 
R 3 and R 4 together with the carbon atom to which they are 
bonded form an optionally fused, saturated or unsatur- 
ated C 3 -C 10 hydrocarbon ring, which is unsubstituted 
40 or substituted by one or more Q-Cy- alkyl groups or by 
a C 3 -C 5 -spirocycloalkyl; 
or else 

R 5 and R 6 are each independently hydrogen, a halogen, a 
Cj-Cy-alkyl, a trifluoromethyl, a cyano, a nitro, an 
45 amino which is free or substituted by one or two 
Cj-Gy-alkyl groups, a hydroxy amino, a hydroxy, a 
carboxy, a group OR 7 , a group SR 7 , a Cj-C 7 -acyl, a 
C-,-C 7 -alkoxycarbonyl, a phenoxycarbonyl, a 
benzyloxycarbonyl, a carbamoyl which is substituted 
50 by R' 6 and R" e groups, a thiocarbamoyl which is free or 
substituted by one or two Cj-CValkyl groups, a 
sulfamoyl, an alkylsulfamoyl or a dialkylsulfamoyl in 
which the alkyl is C 1 -C 7 , a S0 2 R' 7 group, an alkylsul- 
fonamido in which the alkyl is Cj-C 7 , a group COR' 7 , 
55 a group NR 8 R 9 , a CO — NH — CH(R 10 ) — COR 32 
group; the phenyl group forming part of the substituent 
R 3 and/or R 6 can be unsubstituted or substituted one or 
more times by a C 1 -C 7 -alkyl, a trifluoromethyl, a 
melhoxy, a halogen, a sulfamoyl, an alkylsulfamoyl in 
60 which the alkyl is Cj-C,, a carboxy, a Cj-C 7 
-alkoxycarbonyl, a C 3 -C 7 -acyloxy, an imidazolyl; 
R'^ and R'^ are each independently hydrogen, a C a -C 7 - 
alkyl which is unsubstituted or substituted by R'" e , a 
phenyl, a pyridyl, a methylpyridyl, a piperidin-4-yl, a 
65 methylpiperidin-4-yl, or else R' 6 and R" 6 , together with 
the nitrogen atom to which they are connected, form a 
heterocycle selected from piperazine and piperidine; 
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alkyl; 



100 



10 



15 



20 



R'" 6 is a hydroxyl, a cyano, a carboxy which is free or 
esterified by a Cj-Cy-aSkyi or by a benzyl, a phenyl, a 
pyridyl, a methylpyridyl, an amino which is free or 
substituted by one or two C 1 -C 7 -alkyl groups; 

R 7 is a Cj-Cj-alkyl, a phenyl, a benzyl, a C 3 ~C 7 - 
cycloalkyl, a C 2 -C 4 -alkenyl, a Ci-Cy-a)- 
halogenoalkyl, a C 1 -C 7 -polyhalogenoalkyl, a C 3 -C 7 - 
acyl, a Cj-Cy-co-carboxyalkyl which is free or 
esterified by a C 1 -C 4 -alkyl group or by a benzyl, a 
C 2 -C 7 -a)-aminoalkyl in which the amino group is free 
or substituted by one or two Cj-Q-alkyl groups or in 
the form of an ammonium ion with a physiologically 
acceptable anion; 

R 7 is a piperazin-l-yl group which is unsubstituted or 
substituted in the 4-position by a group R" 7 , a piperi- 
dino group which is unsubstituted or substituted in the 
4-position by a group R'" 7 , an azetidin-l-yl group 
which is unsubstituted or substituted in the 3-position 
by a group R'" 7 , a pyridyl group which is unsubstituted 
or substituted by a methyl; 

R" 7 is a C 1 -C 4 -alkyl, a phenyl, a benzyl, a C 3 -C 4 -acyl; 

R n, 7 is R" 7 or an amino which is free or carries a 
protecting group; 

R 8 and R 9 are each independently hydrogen, a Cj-C 7 - 
alkyl, a phenyl, a benzyl; R 9 may also be a Q-CVacyl, 
a C 1 -C 7 -thioalkyl, a cycloalkylcarbonyl in which the 
cycloalkyl is C 3 -C 7 , a cycloalkylthiocarbonyl in which 
the cykloalkyl is C 3 -C 7 , a C 1 -C 4 -a)-aminoacyl, a 
C 1 -C 4 -to-hydroxyacyl, a Cj-Q-to-benzyloxyacyl, a 
phenoxycarbonyl, a thienocarbonyl, a pyridylcarbonyl, 
a methylpyridylcarbonyl, a Q-CValkoxycarbonyl, a 
benzoyl, a group — CO— CH(R 10 ) — NR^R^, a group 
— CH(R 10 )— C0 2 R n , a group (CH 2 ) f C0R 12 , a group 
CO(CH 2 ),COR 12 , a carbamoyl which is unsubstituted 35 
or substituted by a phenyl or by one or two C2-C 4 -alkyl 
groups; 

m is 1 or, when R 6 is halogen, a Q-Cj-alkyl or a 
C 3 -C 7 -alkoxy, m can also be 2, 3 or 4 or else (R 6 ),„ can 
represent m substituents having different meanings 
selected from halogen, a Cj-CValkyl or a Cj-C,- 
alkoxy; 

R 10 is hydrogen, a Cj-CValkyI or a benzyl; 
R 1X and R n are each independently hydrogen or a Cj-Q 



4-position is a C 1 -C 7 -acylamino, a Q-Q-dialkylureido, an 
alkoxycarbonylalkylcarbamoyl in which the alkyl groups 
are Cj-C,. 

21. A compound of formula (I) according to claim 15, in 
which R y is in the 5-position and R 2 is hydrogen. 



22. A compound according to claim 15 of formula: 




(rx) 



:ooh 



25 



in which R 1( R 2 , R 3 , R 4 and R 5 are defined as indicated 
above for (I) in claim 15 and its functional derivatives. 



30 



23. A compound according to claim 15, of formula: 



40 




(X) 



NH 2 



45 



R 12 is a hydroxyl, a C a -C 4 -alkoxy or an amino which is 
unsubstituted or substituted by one or two C 1 -C 4 -alkyl 
groups; 

t is an integer varying from 1 to 5; 50 
as well as its possible salts. 

16. A compound of formula (I) according to claim 15, in 
which R 2 is chlorine or an ethoxy group in the 5-position of 
the indole ring and R 2 is hydrogen. 

17. A compound of formula (I) according to claim 15, in 55 
which R 3 and R 4 together with the carbon atom to which 
they are bonded form a C 3 -C 10 -hydrocarbon ring. 

18. A compound of formula (I) according to claim 15, in 
which R 3 and R 4 together with the carbon atom to which 
they are bonded form a cyclohexane which is unsubstituted 60 
or substituted by one or two C 1 -C 7 -alkyl groups or by a 
C 3 -C 5 -spirocycloalkyl; a cyclo heptane, an adamantane or a 
tricyclo[5.2.L0 2 ' 6 ]dec-8-ene. 

19. A compound of formula (1) according to claim 15, in 
which R 5 and R 6 are each a methoxy. 65 

20. A compound of formula (I) according to claim 15, in 
which R 5 in the 2-position is a methoxy group and R 6 in the 



in which R lf R 2 , R 3 , R 4 and R 5 are defined as indicated 
above for (I) in claim 15, and its possible salts. 



24. A compound according to claim 15 of formula: 




(XI) 



OH 



in which R lf R 2 , R 3 , R 4 and R 5 are defined as indicated 
above for (I) in claim 15. 
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25. A compound according to claim 15 of formula: 



HO 





are other than hydrogen. 

28. A compound of the formula: 
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(XII) 



10 



in which R 3 , R 4 , R 5 and R 6 are defined as indicated above 35 
for (I) in claim 15. 

26. A pharmaceutical composition containing as active 
principle a compound according to any one of claims 15 to 
21. 

27. A compound of the formula: 20 



(iry 



25 



in which 

Rj and R 2 are each independently a hydrogen, a hydroxy, 30 
a C 1 -C 4 -a)-halogenoalkoxy, a halogen, a C 2 -C 4 -alkyl, 
a trifluoromcthyl, a Cj-C-y-alkoxy, a C 1 -C 4 - 
polyhalogenoalkoxy, a C 2 -C 4 -co-hydroxyalkoxy, an 
co-methoxyalkoxy in which the alkyl is C 2 -C 4 , a 
C 2 -C 4 -(i)-aminoalkoxy which is free or substituted by 35 
one or two Q-Q-alkyls, a C 3 -C 7 -cycloalkoxy, a 
cycloalkylmethoxy in which the cycloalkyl is C 3 -C 7 , a 
phenoxy, a benzyloxy, a Q-Q-alkylthio, a phenylthio, 
a nitro, an amino which is free or substituted by one or 
two C^-C^-alkyls, a cyano, a C^-C^-acyl, a Cj-Q,- w 
acyloxy, a C 1 -C 4 - alky lsulfona mido, a 
phenylsulfonamido, a C 1 -C 4 -alkylamido, a C X ~C 4 - 
alkoxycarbonyl amino or a ureido which is unsubsti- 
tuted or substituted by a phenyl or by one or two 
Cj-Q-alkyls; and 

R 3 and R 4 , together with the carbon to which they are 
bonded, form 
an adamantane, 

an indane or a hexahydroindane which are unsubsti- 
tuted or substituted by one or more C 1 -C 7 -alkyl 
groups, 

a tricyclo[5.2.1.0 2 - 6 ]decane or a tricyclo[5.2.1.0 2 ' 6 ]dec- 
8-ene which are unsubstituted or substituted by one 
or more C 1 -C 7 -alkyl groups, or 

a C 4 -C 8 -hydrocarbon ring substituted by one or more 
C 1 -C 7 -alkyl groups or by a C 3 -C 5 -spirocyclo-alkyl; 
with the limitation that if CR 3 R 4 is adamantane, R x and R 2 



R 2 is a hydroxy, a C 1 -C 4 -oo-halogenoalkoxy, a halogen, a 
Cj-Q-alkyl, a trifluoromethyl, a Cj-C 7 -alkoxy, a 
Cj-C^-polyhalogenoalkoxy, a C 2 -C 4 -o)-hydroxy- 
alkoxy, an omethoxyalkoxy in which the alkyl is 
C 2 ~C 4 , a Ci-C^co-aminoalkoxy which is free or sub- 
stituted by one or two C a -C 4 -alky Is, a C 3 -C 7 - 
cycloalkoxy, a cycloalkylmethoxy in which the 
cycloalkyl is C 3 -C 7 , a phenoxy, a benzyloxy, a Cj-Q,- 
alkylthio, a phenylthio, a nitro, an amino which is free 
or substituted by one or two C^-C^-alkyls, a cyano, a 
C 1 -C 4 -acyl, a C a -C 4 -acyloxy, a C 1 -C 4 - 
alkylsulfonamido, a phenylsulfonamido, a Ct-C 4 - 
alkylamido, a C 1 -C 4 -alkoxycarbonylamino or a ureido 
which is unsubstituted or substituted by a phenyl or by 
one or two Cj-C 4 -aklyls; 

R 3 and R 4 , together with the carbon to which they are 
bonded, form an optionally fused, saturated or unsat- 
urated C 3 -C 10 -hydrocarbon ring which is unsubstituted 
or substituted by one or more Cj-CValkyl groups or by 
a C 3 -C 5 -spirocycloalkyl. 

29. A compound according to claim 28 in which R a is 
ethoxy. 

30. A compound of the formula 



0) 
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CO- 



in which 



in which 

Ri and R 2 are each independently a hydrogen, a hydroxy, 
a halogen, a Q-CValkyl, a trifluoromethyl, a Cj-Cy- 
alkoxy, a C 2 -C 7 -w-hydroxyalkoxy, a C 2 -C 7 -w- 
aminoalkoxy which is free or substituted by one or two 
Cj-Cj-alkyls; a C 3 -C 7 -cycloalkoxy; a cycloalkyl 
methoxy in which the cycloalkyl is C 3 -C 7 ; a phenoxy, 
a benzyloxy; a Q-C7 alkylthio; a nitro; an amino 
which is free or substituted by one or two C 1 -C 7 - 
alkyls; a cyano; a Cj-Cy-acyl; C 1 -C 7 -acyloxy; a 
C 1 -C 7 -alkylamido; a ureido which is unsubstituted or 
substituted by a phenyl, by a benzyl or by one or two 
C 1 -C 7 -alkyls; 

50 R 3 and R 4 , together with the carbon to which they are 
bonded, form a cyclopentane, a cycloheptane, a 
tetrahydrofuran, an adamantane, a tricyclo-13.2.1.0 2 ' 6 ] 
dec-8-ene, a bicyclo[2.2.1]heptane, a bicyclo[33.1 
Jnonane or a cyclohexane which is unsubstituted or 
substituted by a C 3 -C 5 -spirocycloalkyl or by one or 
two C 3 -C 7 -alkyl groups, 
R 5 and R 6 are each independently a hydrogen, a halogen, 
a C 2 -C 7 -alkyl, a trifluoromethyl, a cyano, a nitro, an 
amino which is free or substituted by one or two 
60 C 1 -C 7 -alkyls; a hydroxy; a carboxy; a group OR 7 ; 
(C 1 -C 4 )alkylthio; a Cj-CVacyl; a C 3 -C 7 - 
alkoxycarbonyl; a phenoxycarbonyl; a benzyloxycar- 
bonyl; a carbamoyl substituted by groups R' 6 and R" 6 ; 
a thiocarbamoyl which is free or substituted by one or 
65 two Cj-Cj-alkyls; a sulfamoyl; a group S0 2 R' 7 ; an 
alkylsulfonamido in which the alkyl is Q-C,; a phe- 
nylsulfonamido; a benzylsulfonamido; a group COR* 7 ; 



55 
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a group NR 8 R 9 or a group — mi — ^^ 10 ~ 
R' 10 COR 12 ; the phenyl group forming part of the 
substituent R 5 and/or R 6 can be unsubstituted or mono- 
substituted or polysubstituted by a C 3 -C 7 -alkyl, a 
trifluoromethyl, a Cj-Cy-alkoxy, a halogen, a 
sulfamoyl, a carboxy or an imidazolyl; 
R' 6 and R h 6 are each independently hydrogen, a C^j- 
alkyl which is unsubstituted or substituted by one or 
more halogens or by R'" 6 ; a phenyl, a pyridyl, a 
methylpyridyl, a piperidin-4-yl or a methylpiperidin- 
4-yl; 

R ,f, 6 is a hydroxy; a Q-Cy-alkoxy; a carboxy which is 
free or esterified by a C 3 -C 7 -alkyl or by a benzyl; 

R 7 is a C 1 -C 7 -aIkyl, a phenyl, a benzyl, a Cj-CVid- 
halogenoalkyl, a Cj-Cj-polyhalogenoalkyl, a C 3 -C 7 - 
acyl, a C 1 -C 7 -co-carboxyalkyl which is free or esteri- 
fied by a Cj-Cj-alkyl; a C 2 -C 7 -a)-aminoalkyl in which 
the amino group is free, substituted by one or two 
Ci-C-y-alkyls, or in the form of an ammonium ion with 
a physiologically acceptable anion; or a Cj-C 7 -a)- 
carbamoylalkyl which is free or substituted by one or 
two C a -C 7 -alkyls; 

R' 7 is a piperazine-l-yl group which is unsubstituted or 
substituted in the 4-position by a group R" 7 ; 

R" 7 is a Cj-C 7 -alkyl; 

R ,,1 7 is an amino which is free or carries a protecting 
group; 

R"" 7 is R m 7 or a carboxy group which is free or esterified 
by a Q-Cy-alkyl; 

R 8 and R 9 are each independently a hydrogen, a C 1 -C 1 - 
alkyl or a benzyl; R 9 can also be a C 1 -C 7 -acyl; a 
cycloalkylcarbonyl in which the cycloalkyl is C 3 -C 7 ; a 
cycloalkylthio-carbonyl in which the cycloalkyl is 
C 3 -C 7 ; a C 1 -C 7 -co-aminoacyl; a C.,-C 7 -co- 
benzyloxyacyl; a phenoxycarbonyl; a thienocarbonyl; a 
benzoyl; a phenacetyl; a carbamoyl which is unsubsti- 
tuted or substituted by a phenyl or one or two Cj-Q 
alkyls; 

R 10 and R' 10 are each independently hydrogen, a C^j- 
alkyl or a benzyl, or R 10 and R' 10 , together with the 
carbon atom to which they are bonded, form a C 3 ~C 7 - 
cycloalkyl; 

R ai and R' 12 are each independently hydrogen or a 
Q-CValkyl; 
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R 12 is a hydroxy, a C a -C 7 -alkoxy or an amino which is 
unsubstituted or substituted by one or two C 3 -C 7 - 
alkyls; 

m is 1 or, if R 6 is a halogen, a Cj-Cj-alkyl or a 

C 1 -C 7 -alkoxy, m can also be 2, 3 or 4, and its salts. 
31. A compound of the formula 



(0 



10 




30 



35 



40 



(R6)« 



in which 

R 1 is a halogen or a (Cj-C^alkoxy; 
R 2 is hydrogen; 

R 3 and R 4 , together with the carbon to which they are 
bonded, form a cyclohexane which is unsubstituted or 
substituted by one or two C 1 -C 7 -alkyl groups; 

R 5 is hydrogen or a group 0R 7 ; 

R d is a group OR 7 , a carbamoyl substituted by groups R' 6 

and R" 6 or a group NR 8 R 9 ; 
R' 6 and R" 6 are each independently hydrogen, a C^-Cj- 
alkyl which is unsubstituted or substituted by one or 
more halogens or by R'" 6 ; a phenyl, a pyridyl, a 
methylpyridyl, a piperidin4-yl or a methylpiperidin-4- 

yu 

R'" 6 is a hydroxy; a C a -C 7 -alkoxy; a carboxy which is 

free or esterified by a Cj-Cy-alkyl or by a benzyl; 
R 7 is a C 1 -C 7 -alkyl; 

R 8 and R 0 are each independently a hydrogen, a C x -C 7 - 
alkyl or a benzyl; R 9 can also be a Cj-C^acyl; a 
cycloalkylcarbonyl in which the cycloalkyl is C 3 -C 7 ; a 
phenoxycarbonyl; a benzoyl; a phenacetyl; a carbam- 
oyl which is unsubstituted or substituted by a phenyl or 
one or two C 3 -C 4 alkyls; 
m is 1, and its salts. 
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